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(vascuia$10 nearS (permeab$8 or leak$6) or edema$) same 
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2003/11/18 09:44 






(src or yes) 
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2001 


(src or yes) nearlO (inhibit$8 or decreas$8) 


USPAT; 
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************* STN Columbus 



FILE 'HOME* ENTERED AT 15:26:06 ON 18 NOV 2003 



=> fil .bee 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
2,31 2.31 



FILES 'MEDLINE, SCISEARCH, LIFESCI, BIOTECHDS, BIOSIS, EMBASE, HCAPLUS, NTIS, 

ESBIOBASE, BIOTECHNO, WPIDS ' ENTERED AT 15:32:24 ON 18 NOV 2003 
ALL COPYRIGHTS AND RESTRICTIONS APPLY. SEE HELP USAGETERMS FOR DETAILS. 



11 FILES IN THE FILE LIST 



=> s vascula?(3a) (permeab? or leak?) or edema? 
FILE 'MEDLINE' 

335676 VASCULA? 
90357 PERMEAB? 
3617 0 LEAK? 

6889 VASCULA? (3A) (PERMEAB? OR LEAK?) 
73 887 EDEMA? 

LI 79495 VASCULA? (3A) (PERMEAB? OR LEAK?) OR EDEMA? 



FILE 'SCISEARCH 



L2 



205268 VASCULA? 
93454 PERMEAB? 
45760 LEAK? 

7575 VASCULA? (3A) (PERMEAB? OR LEAK?) 
33919 EDEMA? 

4 03 52 VASCULA? (3A) (PERMEAB? OR LEAK?) 



OR EDEMA? 



FILE 



L3 



'LIFESCI ' 
22797 
16769 
5227 
1145 
4053 
5043 



VASCULA? 
PERMEAB? 
LEAK? 

VASCULA? (3A) (PERMEAB? OR LEAK?) 
EDEMA? 

VASCULA? (3A) (PERMEAB? OR LEAK?) OR EDEMA? 



FILE 'BIOTECHDS' 

293 0 VASCULA? 
28 66 PERMEAB? 
873 LEAK? 

92 VASCULA? (3A) (PERMEAB? OR LEAK?) 
24 8 EDEMA? 

L4 332 VASCULA? (3A) (PERMEAB? OR LEAK?) OR EDEMA? 



FILE 'BIOSIS' 

2 029487 VASCULA? 
89242 PERMEAB? 
32491 LEAK? 

8727 VASCULA? (3A) (PERMEAB? OR LEAK?) 
5554 9 EDEMA? 

L5 62760 VASCULA? (3A) (PERMEAB? OR LEAK?) OR EDEMA? 



FILE 'EMBASE' 

345158 VASCULA? 
76516 PERMEAB? 
33336 LEAK? 

6409 VASCULA? (3A) (PERMEAB? OR LEAK?) 
73871 EDEMA? 

L6 78917 VASCULA? (3A) (PERMEAB? OR LEAK?) OR EDEMA? 



FILE 'HCAPLUS' 

125710 VASCULA? 

194179 PSRMEAB? 

75898 LEAK? 

6163 VASCULA? (3A) (PERMEAB? OR LEAK?) 

28226 EDEMA? 

L7 33285 VASCULA? (3A) (PERMEAB? OR LEAK?) OR EDEMA? 



FILE 'NTIS' 

2412 
12708 
14830 
84 
778 

L8 846 
FILE 'ESBIOBASE 



VASCULA? 
PERMEAB? 
LEAK? 
VASCULA? 
EDEMA? 
VASCULA? 



:3A) (PERMEAB? OR LEAK?) 

;3A) (PERMEAB? OR LEAK?) OR EDEMA? 



L9 



60751 VASCULA? 
47190 PERMEAB? 
8568 LEAK? 

1976 VASCULA? (3A) (PERMEAB? OR LEAK?: 
6263 EDEMA? 

7965 VASCULA? (3A) (PERMEAB? OR LEAK?! 



OR EDEMA? 



FILE 'BIOTECHNO' 

328 09 VASCULA? 
17766 PERMEAB? 
4507 LEAK? 

1246 VASCULA? (3A) (PERMEAB? OR LEAK?) 
3768 EDEMA? 

LIO 4835 VASCULA? (3A) (PERMEAB? OR LEAK?) OR EDEMA? 



FILE 'WPIDS' 

18162 VASCULA? 

100370 PERMEAB? 

128530 LEAK? 

405 VASCULA? (3A) (PERMEAB? OR LEAK?) 

2003 EDEMA? 

Lll 2355 VASCULA? (3A) (PERMEAB? OR LEAK?) OR EDEMA? 



TOTAL FOR ALL FILES 

L12 316185 VASCULA? (3A) (PERMEAB? OR LEAK?) OR EDEMA? 



=> s src or yes 
FILE 'MEDLINE' 

13330 SRC 
3299 YES 
L13 16299 SRC OR YES 



FILE 'SCI SEARCH' 

12632 SRC 
2959 YES 
L14 15334 SRC OR YES 



FILE 'LIFESCI' 

5159 SRC 
440 YES 
L15 5446 SRC OR YES 



FILE 'BIOTECHDS' 

217 SRC 
4 0 YES 

L16 247 SRC OR YES 



FILE 'BIOSIS' 

13040 SRC 
1809 YES 
L17 14540 SRC OR YES 

FILE 'EMBASE' 

9661 SRC 

2290 YES 
L18 11707 SRC OR YES 

FILE 'HCAPLUS' 

13093 SRC 
1970 YES 
L19 14685 SRC OR YES 

FILE 'NTIS' 

1989 SRC 

328 YES 

L20 2316 SRC OR YES 

FILE 'ESBIOBASE' 

6455 SRC 
642 YES 
L21 6968 SRC OR YES 

FILE 'BIOTECHNO' 

6804 SRC 
375 YES 
L22 7 0 04 SRC OR YES 

FILE 'WPIDS' 

696 SRC 

886 YES 
L23 1521 SRC OR YES 

TOTAL FOR ALL FILES 

L24 96067 SRC OR YES 

-> s 112 and 124 

FILE 'MEDLINE' 

L25 41 LI AND L13 

FILE 'SCISEARCH' 

L26 48 L2 AND L14 

FILE 'LIFESCI' 

L27 9 L3 AND LIS 

FILE 'BIOTECHDS' 

L28 0 L4 AND L16 

FILE 'BIOSIS' 

L29 37 L5 AND L17 

FILE 'EMBASE' 

L30 32 L6 AND L18 

FILE 'HCAPLUS' 

L31 55 L7 AND L19 

FILE 'NTIS' 

L32 1 L8 AND L2 0 



FILE 'ESBIOBASE' 



L33 



20 L9 AND L21 



FILE 'BIOTECHNO' 

L34 8 LIO AND L22 

FILE 'WPIDS' 

L35 27 Lll AND L23 

TOTAL FOR ALL FILES 

L36 278 L12 AND L24 

=> dup rem 136 

PROCESSING COMPLETED FOR L3 6 

L37 12 8 DUP REM L36 (15 0 DUPLICATES REMOVED) 

=> d tot 

L37 ANSWER 1 OF 128 HCAPLUS COPYRIGHT 2003 ACS on STN DUPLICATE 1 
TI Preparation of phosphorus -substituted pyridopyrimidones as therapeutic 
agents 

SO PCT Int. Appl., 164 pp. 
CODEN: PIXXD2 

IN Metcalf, Chester A. , III; Shakespeare, William C. ; Sawyer, Tomi K. ; Wang, 

Yihan; Bohacek, Regine 
AN 2003:5788 HCAPLUS 
DN 138:56078 

PATENT NO, KIND DATE APPLICATION NO. DATE 



PI WO 2003000270 Al 20030103 WO 2002-US19605 20020621 
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US 2003100572 Al 20030529 US 2002-177520 20020621 

L37 ANSWER 2 OF 128 HCAPLUS COPYRIGHT 2003 ACS on STN DUPLICATE 2 
TI Preparation of phosphorus -substituted quinolines as therapeutic agents 
SO PCT Int. Appl., 146 pp. 
CODEN: PIXXD2 

IN Metcalf, Chester A., Ill; Shakespeare, William C; Sawyer, Tomi K. ; Wang, 

Yihan; Bohacek, Regine 
AN 2003:5784 HCAPLUS 
DN 138:56077 

PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 


2003000266 


Al 


20030103 




WO 2002-US19535 


20020621 








W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 
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BR, 


BY, 
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CH, 
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IN, 
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KE, 


KG, 


KP, 
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LK, 
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LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


OM, 


PH, 


> 




PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 






UA, 


UG, 


US, 
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YU, 
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BY, 
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RW: 


GH, 


GM, 


KE, 


LS, 


MW, 
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SD, 
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BE, 
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PT, 
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GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 


us 


20031144i 


36 


Al 


20030619 




US 2002-177500 


20020621 







L37 ANSWER 3 OF 128 HCAPLUS COPYRIGHT 2003 ACS on STN DUPLICATE 3 
TI Preparation of phosphorus -substituted idolinones as therapeutic agents 
SO PCT Int. Appl., 230 pp. 
CODEN: PIXXD2 

IN Shakespeare, William C. ; Sawyer, Tomi K. / Metcalf, Chester A. , III; Wang, 

Yihan; Bohacek, Regine 
AN 2003:5770 HCAPLUS 
DN 138:56076 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 2003000251 Al 20030103 WO 2002-US19769 20020621 
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RW: GH, 
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US 2003130234 Al 20030710 US 2002-177472 20020621 

L37 ANSWER 4 OF 128 HCAPLUS COPYRIGHT 2003 ACS on STN DUPLICATE 4 
TI Preparation of phosphorus -substituted quinazolines as therapeutic agents 
SO PCT Int. Appl., 188 pp. 
CODEN: PIXXD2 

IN Wang, Yihan; Metcalf, Chester A. , III; Shakespeare, William C. ; Sawyer, 

Tomi K. ; Bohacek, Regine 
AN 2003:5719 HCAPLUS 
DN 138:73379 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 2003000188 A2 20030103 WO 2002-US19633 20020621 
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IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 
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RW: GH, 
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US 2003100573 Al 20030529 US 2002-177595 20020621 



L37 ANSWER 5 OF 128 HCAPLUS COPYRIGHT 2003 ACS on STN DUPLICATE 5 

TI Preparation of phosphorus -substituted pyrazolo- and pyrrolopyrimidines as 

therapeutic agents 
SO PCT Int. Appl., 165 pp. 

CODEN: PIXXD2 

IN Shakespeare, William C. ; Sawyer, Tomi K. ; Metcalf, Chester A. , III; Wang, 

Yihan; Bohacek, Regine; Sundaramoorthi , Rajeswari 
AN 2003:5718 HCAPLUS 
DN 138:56075 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 2003000187 A2 20030103 WO 2002-US19632 20020621 
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TJ, TM 

RW: GH, GM, KE, LS , MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW, AT, BE, CH, 

CY, DE, DK, ES, FI , FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, TR, 

BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG 

US 2003114467 Al 20030619 US 2002-177563 20020621 



L3 7 ANSWER 6 OF 12 8 HCAPLUS COPYRIGHT 2 0 03 ACS on STN DUPLICATE 6 
TI Preparation of phosphorus -substituted phenylamino-pyrimidines as 

therapeutic agents 
SO PCT Int. Appl., 203 pp. 

CODEN: PIXXD2 

IN Metcalf, Chester A.', Ill; Shakespeare, William C. ; Sawyer, Tomi K. ; Wang, 

Yihan; Bohacek, Regine 
AN 2 003:5717 HCAPLUS 
DN 138:56074 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 2003000186 A2 20030103 WO 2002-US19631 20020621 

WO 2003000186 A3 20030410 
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L37 ANSWER 7 OF 128 HCAPLUS COPYRIGHT 2003 ACS on STN 

TI Pyrazolopyrimidine and furopyrimidine protein kinase inhibitors and their 

therapeutic use 
SO PCT Int. Appl., 94 pp. 

CODEN: PIXXD2 

IN Hirst, Gavin C; Arnold, Lee D. ; Burchat, Andrew; Wishart, Neil; 

Calderwood, David; Wada, Carol K. ; Michaelides, Michael R. ; Ji, Zhiqin; 

Muckey, Melanie 
AN 2003:777596 HCAPLUS 
DN 139:272922 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI 



2003080064 


Al 


20031002 




WO 2003-US8950 


20030321 
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L37 ANSWER 8 OF 128 HCAPLUS COPYRIGHT 2003 ACS on STN 

TI Preparation of phosphorus -substituted pyridopyridimines as therapeutic 
agents 

SO PCT Int. Appl., 151 pp. 
CODEN: PIXXD2 

IN Metcalf, Chester A. , III; Shakespeare, William C. ; Sawyer, Toni K. ; Wang, 

Yihan; Bohacek, Regine 
AN 2003:5665 HCAPLUS 



DN 138:56073 

PATENT NO. KIND DATE 



APPLICATION NO. DATE 



PI 



WO 


2003000011 


A2 


20030103 




WO 2002-US19768 
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TI Oncogenes as inducers of tumor angiogenesis . 
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Journal code: 8605731. ISSN: 0891-9992. 
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AN 96418305 MEDLINE 
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AU RAK J; FILMUS J; FINKENZELLER G; GRUGEL S; MARME D; KERBEL R S (Reprint) 
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L37 ANSWER 89 OF 128 HCAPLUS COPYRIGHT 2003 ACS on STN DUPLICATE 33 
AB Chemical compds . that are derivs . of 2H [1] -benzothiepino [5 , 4-c] pyrazole, 
2H [1] -benzoxepino [5 , 4-c] pyrasole, 1-benzothiopyrano [4 , 3 -c] pyrazole, 
1-benzopyrano [4 , 3-c] pyrazole, 4 , 5-dihydro-2H-furano [2,3 -g] indazole and 
4 , 5-dihydro-2H-thieno [2 , 3 -g] indazole derivs . , 2H [1] -benzothiepino [5,4- 
c] pyrazole, [1] -benzothiopyrano [4 , 3 -c] pyrasole, 4 , 5-dihydro-2H-f urano [2,3- 
g] indazole and 4 , 5-dihydro-2H-thieno [2 , 3 -g] indazole derivs. are inhibitors 
of protein kinase activity. Several of the protein kinases, whose 
activity is inhibited by these chemical compds., are involved in angiogenic 



and/or edematous processes. Thus, these chemical compds . can 
ameliorate disease states where angiogenesis , edema or 

endothelial cell hyperprolif eration or hyperpermeability is a factor. The 
diseases include cancer, arthritis, atherosclerosis, psoriasis, 
hemangioma, myocardial angiogenesis , coronary and cerebral collaterals, 
ischemic limb angiogenesis, corneal disease, rubeosis, neovascular 
glaucoma, macular degeneration, wound healing, peptic ulcer Helicobacter 
related diseases, fractures, diabetic retinopathy, and cat scratch fever. 

L37 ANSWER 90 OF 128 WPIDS COPYRIGHT 2003 THOMSON DERWENT on STN 
AB WO 9917770 A UPAB : 19990707 

NOVELTY - Indeno ( 1 , 2 -c) pyrazole derivatives (I) for inhibiting tyrosine 

kinase activity. 

DETAILED DESCRIPTION - Inhibiting tyrosine kinase activity comprises 
administration of indeno (1, 2-c)pyrazole derivatives of formula (I): 

X = CO or optionally substituted methylene; 
Rl = H or Me; 

R2 = pyridyl or optionally substituted phenyl; 

provided that: when X = CH2 then Rl = Me. 

ACTIVITY - Antiangiogenic; antidiabetic; antiarthritic; 
antipsoriatic; antiulcer; ophthalmological ; antif ertility . 

MECHANISM OF ACTION - Tyrosine kinase inhibitors. 

USE - For inhibiting tyrosine kinase, preferably a receptor or 
non-receptor tyrosine kinase, particularly KDR, ftt-1, TIE-2, Lek, 
Src, fyn or yes or a tyrosine kinase which affects 

angiogenesis or vascular hyperpermeability. (I) can be used to treat 
fibrosis and diabetes and can ameliorate disease states where angiogenesis 
or endothelial cell proliferation is a factor and also inhibit induction 
of vascular hyperpermeability and associated formation of edema, 
ascites and exudates. (I) are active against arthritis, atherosclerosis, 
psoriasis, hemangiomas, myocardial angiogenesis, coronary and cerebral 
collateral vascularization, ischemic limb angiogenesis, wound healing, 
peptic ulcer, Helicobacter related diseases, fractures, cat scratch fever, 
rubeosis, corneal diseases, neovascular glaucoma and retinopathies such as 
those associated with diabetic retinopathy or macular degeneration or 
similar disease states dependent on angiogenesis supported blood and 
nutrient supply or on endothelial cell hyperprolif era tive disorders. Some 
(I) are antif ertility agents and abortif acients . N-methylated analogs of 
(I) are prodrugs acting as metabolically activated angiogenic agents. 

ADVANTAGE - By inhibition of kinase activity of VEGr receptors, 
hyperpermeability as well as associated extravasation, edema or 
ascites formation and matrix deposition is inhibited and minimized. 

L37 ANSWER 96 OF 128 MEDLINE on STN DUPLICATE 36 

AB Src kinase activity was found to protect endothelial cells from 

apoptosis during vascular endothelial growth factor (VEGF)-, but not basic 

fibroblast growth factor (bFGF)-, mediated angiogenesis in chick embryos 

and mice. In fact, retroviral targeting of kinase-deleted Src 

to tumor-associated blood vessels suppressed angiogenesis and the growth 

of a VEGF -producing tumor. Although mice lacking individual Src 

family kinases (SFKs) showed normal angiogenesis, mice deficient in pp60c- 

src or pp62c-yes showed no VEGF -induced vascular 

permeability (VP), yet fyn-/- mice displayed normal VP. In 

contrast, inflammation-mediated VP appeared normal in Src 

-deficient mice. Therefore, VEGF-, but not bFGF-, mediated angiogenesis 

requires SFK activity in general, whereas the VP activity of VEGF 

specifically depends on the SFKs, Src, or Yes. 

L37 ANSWER 104 OF 128 LIFESCI COPYRIGHT 2003 CSA on STN DUPLICATE 39 
AB Dioxin is said to be the most toxic man made chemical ever known. Yet, the 
toxic action mechanisms for this group of chemicals, other than initial 
binding to the Ah receptor and subsequent transcriptional activation of 
certain genes, remain largely unknown. In this article we describe the 
results of our research efforts over the past 15 years to show why TCDD 



causes a spectacular rise in the activity of protein tyrosine kinases and 

how such a phenomenon is related to its expression of toxicity. The 

pursuit of the former question led to the discovery of c-Src 

kinase (pp60 super (c-src) ) as being the kinase directly 

associated with the Ah receptor and being the one immediately activated 

upon TCDD binding to this receptor. More recently we could test this 

hypothesis in vivo by studying the effects of a single dose of TCDD (115 

mu g/kg i.p.) on c-src knockout mice in comparison with the wild 

type littermates. We found that many of the hallmark effects of TCDD, such 

as body weight loss, reduction in the weight of adipose tissue, pancreas 

and heart, thymic involution, and fatty infiltration of the liver, etc., 

were absent from these c-src deficient mice, while the 

enlargement of liver (hepatomegaly) , induction of cytochrome P4 50, 

formation of liver edema, etc., were not affected at all by this 

genetic manipulation. c-Src kinase appears to play a crucial 

role in the expression of the toxic effects of TCDD. 
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AB Hemodynamic abnormalities have been implicated in the pathogenesis of the 

increased glomerular permeability to protein of diabetic and other 

glomerulopathies. Vascular permeability factor (VPF) 

is one of the most powerful promoters of vascular 

permeability. We studied the effect of stretch on VPF production 
by human mesangial cells and the intracellular signaling pathways 
involved. The application of mechanical stretch (elongation 10%) for 6 h 
induced a 2. 4 -fold increase over control in the VPF mRNA level (P < 0. 05) . 
There was a corresponding 3 -fold increase in VPF protein level by 12 h (P 
< 0. 001), returning to the baseline by 24 h. Stretch- induced VPF 
secretion was partially prevented both by the protein kinase C (PKC) 
inhibitor H7 (50 microM: 72% inhibition, P < 0.05) and by pretreatment 
with phorbol ester (phorbol -12-myristate-13 acetate 10(-)7 M: 77% 
inhibition, P < 0.05) . A variety of protein tyrosine kinase (PTK) 
inhibitors, genistein (20 microg/ml) , herbimycin A (3.4 microM) , and a 
specific pp60(src) peptide inhibitor (21 microM) also 

significantly reduced, but did not entirely prevent, stretch- induced VPF 
protein secretion (respectively 63%, 80%, and 75% inhibition; P < 0.05 for 
all) . The combination of both PKC and PTK inhibition completely abolished 
the VPF response to mechanical stretch (100% inhibition, P < 0.05). 
Stretch induces VPF gene expression and protein secretion in human 
mesangial cells via PKC- and PTK-dependent mechanisms. 
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AB Administration of a single i.p. dose of 115 microg/kg of 

2 , 3 , 7 , 8-tetrachlorodibenzo-p-dioxin (TCDD) to homozygous and heterozygous 
c-src deficient mice (i.e. c-src -/- and -/+ mice) and 
their wild-type littermates (c-src +/+ mice) induced 
differential toxic responses. In c-src +/+ mice, there were 
clear-cut signs of the toxicity of TCDD, such as the loss of weight in the 
body, thymus and adipose tissue, whereas in c-src -/+ mice these 
effects were modest and were not statistically significant. Yet, 
hepatomegaly, a characteristic effect of TCDD, took place in all three 
strains of mice. Histological examination of liver samples from control 
mice and from mice treated with TCDD for 10 days showed that there are 
qualitative differences in the expression of the effects of TCDD between 
control and treated mice as well as between c-src -/+ and +/+ 
mice. In the case of c-src +/+ mice, the predominant lesions 
were lipid accumulation, glycogen depletion, edema formation and 
necrosis, as shown by the presence of large areas of ballooning 
degeneration, and cellular influx of fluid. These changes were 
demonstrated only marginally in c-src -/+ mice. The predominant 
effect in -/+ mice was edema formation. At a high dose of TCDD 
(345 microg/kg), all of the +/+ mice died within 34 days, whereas none of 
the c-src -/+ mice died. Together these results clearly 

indicate that some of the toxic effects of TCDD are not fully expressed in 



c-src deficient mice. 
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AB Balloon angioplasty disrupts the protective endothelial lining of the 

arterial wall, rendering arteries susceptible to thrombosis and intimal 
thickening. We show here that Vascular endothelial growth factor (VEGF) , 
an endothelial cell mitogen, is upregulated in medial smooth muscle cells 
of the arterial wall in response to balloon injury. Both protein kinase C 
(PKC) and tyrosine kinase pp60(src) mediate augmented VEGF 

expression. In contrast, nitric oxide (NO) donors inhibit PKC- induced VEGF 
upregulation by interfering with binding of the transcription factor 
activator protein- 1 (AP-1) to the VEGF promoter. Inhibition of VEGF 
promoter activation suggests that NO secreted by a restored endothelium 
functions as the negative feedback mechanism that downregulates VEGF 
expression to basal levels. Administration of a neutralizing VEGF antibody 
impaired reendothelialization following balloon injury performed in vivo. 
These findings establish a reciprocal relation between VEGF and NO in the 
endogenous regulation of endothelial integrity following arterial injury. 
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AB Purpose. This study was conducted to examine the effect of retinal 

ischemia-reperfusion injury on protein tyrosine phosphorylation, the 
production of angiogenic growth factors, and the activation of signal 
proteins in tyrosine kinase pathways. 

Methods. Ischemia-reperfusion injury was induced in rats by compression 
of the optic nerve for 2 hours. The rats were killed, and the retinas were 
collected at 0, 1, 6, 24, 48, 96, or 168 hours of reperfusion. Tyrosine 
phosphorylation of proteins in the retina was examined by Western blot 
analysis and immunohistochemistry . Angiogenic growth factors and their 
receptors, such as basic fibroblast growth factor (bFGF) and Fig, vascular 
endothelial growth factor (VEGF) and Flk-1, platelet-derived growth factor 
(PDGF) ~B chain and PDGF-beta receptor, and five intracellular signal 
proteins (phosphatidylinositol 3 -kinase [PI3K] , phospholipase C gamma [PLC 
gamma], C-Src, SHC, and mitogen-activated protein kinase [MARK]) 
were examined by West ern blot analysis . 

Results. Protein tyrosine phosphorylation increased after 
ischemia-reperfusion injury, reaching a peak at 48 hours of reperfusion. 
Increased staining of tyrosine-phosphorylated proteins in the inner retina 
were evident on immunohistochemical examination. The amount of bFGF 
decreased after injury, but the amounts of VEGF and PDGF-B chain 
increased. Tyrosine phosphorylation of PLC gamma, SHC, and MAPK was 
increased at 48 hours of reperfusion, and tyrosine phosphorylation of 
PDGF-beta receptor and PI3K was increased at 168 hours of reperfusion. 

Conclusions. Ischemia-reperfusion injury in the rat retina leads to 
activation of the tyrosine kinase pathway, increasing the amounts of 
angiogenic growth factors. The resultant activation of signal proteins PLC 
gamma, SHC, MAPK, PI3K, and PDGF-beta receptor may play an important role 
in ischemia- induced retinal changes such as cell proliferation. 

L37 ANSWER 120 OF 128 SCISEARCH COPYRIGHT 2003 THOMSON ISI on STN 
AB Protein tyrosine kinases play an important role in cellular 

proliferation and differentiation of various cell types. To identify 
potential tyrosine kinases involved in glomerular functions we have 
utilized the polymerase chain reaction (PGR) and degenerate 
oligonucleotides for isolation of such genes from isolated glomeruli, 
cultured mesangial cell, and glomerular endothelial cells. Sequence 
analysis of PCR-amplif ied cDNAs resulted in the isolation of 24 tyrosine 
kinases. Here we describe for the first time the constitutive expression 
of 15 tyrosine kinases, tyro-1, tyro-4, tyro-6, hyk, Ptk-3, Ryk, tie, 
yes, lyn, tee, Jakl, Jak2, Jak3, c-abl, and flk, in renal 
glomeruli, in addition, Flt-1, an endothelial cell-specific receptor for 
vascular endothelial growth factor (VEGF) , is expressed in renal mesangial 
cells and its gene expression is up-regulated upon the stimulation of 
platelet -derived growth factor (PDGF) with the concomitant up-regulation 



of VEGF. These data suggest the possible involvement of VEGF/Flt-1 system 
in cytokine -induced mesangial cell proliferations. (C) 1995 Academic 
Press, Inc. 
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AB The FLT4, FLTl and KDR/FLKl genes encode, structurally similar 

endothelial cell receptor tyrosine kinases. Recently it has been shown 
that the FLTl and KDR/FLK-1 proteins function as high-affinity receptors 
for vascular endothelial growth factor (VEGF) . Here we show that FLT4 does 
not act as a receptor for VEGF, as VEGF did not show specific binding to 
the FLT4 tyrosine kinase or induce its autophosphorylation . Also, FLT4 did 
not interact with KDR in response to VEGF. However, when fused with the 
ligand binding domain of the colony stimulating factor-1 receptor 
(CSF-IR) , the FLT4 tyrosine kinase was specifically activated by CSF-1. 
The activated FLT4 tyrosine kinase domain was found to interact with the 
Src homology 2 domains of the SHC and GRB2 adaptor proteins in 
vitro and with SHC in cells. CSF-1 stimulation of the CSF-1R/FLT4 receptor 
chimera induced thymidine incorporation in serum-starved NIH3T3 
fibroblasts, but not in porcine aortic or murine lung capillary 
endothelial cells, although tyrosyl phosphorylation of the receptor and 
SHC occurred in these cells as well. These results suggest that the 
endothelial cell FLT4 receptor tyrosine kinase transmits signals for an as 
yet unidentified growth factor. 



=> log y 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
257, 89 



TOTAL 
SESSION 
260.20 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 



CA SUBSCRIBER PRICE 



SINCE FILE 
ENTRY 
-0.65 



TOTAL 
SESSION 
-0. 65 



STN INTERNATIONAL LOGOFF AT 15:55:32 ON 18 NOV 2003 



